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  دا஺ه ﻋ࢖ﻮم ﭘﺰﺷਔﯽ ໊ඟﻣﺎن
  داﻧﺸﻜﺪه ﻃﺐ اﻳﺮاﻧﻲ
  (D.hPﻣﻘﻄﻊ دﻛﺘﺮاي ﺗﺨﺼﺼﻲ ) ﻧﺎﻣﻪ ﻳﺎنﭘﺎ  
 ﻋﻨﻮان:
 اﻳﺮاﻧﻲ ﺳﻨﺘﻲ ﻃﺐ ﻓﺮاورده و ﺑﺮرﺳﻲ ﺑﺮون ﺗﻨﻲ اﺛﺮ ﺿﺪ زﺧﻤﻲ اﺳﺘﺎﻧﺪاردﺳﺎزي ،ﺗﻬﻴﻪ
  ﭘﻴﺎز ﻧﺮﮔﺲ ﻧﻴﻮزوﻣﻲ ﺳﺎﻣﺎﻧﻪ دارورﺳﺎﻧﻲو  ذرور
  
  ﺗﻮﺳﻂ:
 ﻣﺮﻳﻢ راﻣﺸﻚ
 
  اﺳﺎﺗﻴﺪ راﻫﻨﻤﺎ:
  ﻓﺮﻳﺒﺎ ﺷﺮﻳﻔﻲ ﻓﺮدﻛﺘﺮ 
  ﻲﻣﻬﺮﺑﺎﻧ ﻴﺘﺮاﻣدﻛﺘﺮ 
 دﻛﺘﺮ ﻋﺒﺎس ﭘﺮداﺧﺘﻲ
  د ﻣﺸﺎور:اﺳﺘﺎ
  دﻛﺘﺮ ﻋﻠﻴﺮﺿﺎ ﻓﺎرﺳﻲ ﻧﮋاد                                   
 ﻧﺎﻣﻪ ﭘﺎﻳﺎنﺷﻤﺎره             6931-79ﺳﺎل ﺗﺤﺼﻴﻠﻲ: 
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  ﭼﻜﻴﺪه ﻓﺎرﺳﻲ
ﺎن ﺑﺮاي درﻣ )attezat sussicraN( ﭘﻴﺎز ﻧﺮﮔﺲ «ذرور»ﻓﺮآورده در ﻃﺐ ﺳﻨﺘﻲ اﻳﺮان،  ﻣﻘﺪﻣﻪ و اﻫﺪاف:         
و  اﻛﺴﻴﺪان آﻧﺘﻲ، آﻧﺘﻲ ﺑﺎﻛﺘﺮﻳﺎل، وﻳﺮوس ﻲآﻧﺘاﺛﺮات اﺳﺖ.  ﺷﺪه ﻲﻣاﺳﺘﻔﺎده  ﻣﺨﺘﻠﻒ ازﺟﻤﻠﻪ ﺗﺮﻣﻴﻢ زﺧﻢ ﻫﺎي ﺑﻴﻤﺎري
 ﻴﻖﺗﺤﻘ ﻳﻦﻫﺪف اﻗﺮار ﻧﮕﺮﻓﺘﻪ اﺳﺖ.  ﻣﻮردﺑﺮرﺳﻲزﺧﻢ  ﻴﻢﺑﺮ ﺗﺮﻣ ﮔﻴﺎهاﺛﺮ  اﻣﺎ ،اﺳﺖ ﺷﺪه ﮔﺰارشﭘﻴﺎز ﻧﺮﮔﺲ  ﺿﺪاﻟﺘﻬﺎﺑﻲ
ﻋﺼﺎره  و ﻴﻮزومﻧﺎﻧﻮﻧ ﻴﻮناﺛﺮ ﻓﺮﻣﻮﻻﺳ ﺑﻮده وﻧﺮﮔﺲ  ﻴﺎزﭘ ﻴﻮزوﻣﻲﻧﺎﻧﻮﻧ ﻴﻮنﻓﺮﻣﻮﻻﺳﺗﻬﻴﻪ و  ياﺳﺘﺎﻧﺪاردﺳﺎز ﻴﺮي،ﻋﺼﺎره ﮔ
 ﻳﺎﺑﻲﻣﻮرد ارز ﻲاﻧﺴﺎﻧ ﻴﺒﺮوﺑﻼﺳﺖﻓ ﻫﺎي ﺳﻠﻮلو ﻣﻬﺎﺟﺮت  ﻲاﻧﺴﺎﻧ ﻴﻪاوﻟ ﻴﺒﺮوﺑﻼﺳﺖﻓ ﻫﺎي ﺳﻠﻮل ﻴﺮﻧﺮﮔﺲ ﺑﺮ ﺗﻜﺜ ﻴﺎزﭘ
  .اﺳﺖ ﻗﺮارﮔﺮﻓﺘﻪ
 يﺷﺪ و ﻋﺼﺎره ﭘﺮﻛﻮﻟﻪ ﺑﺮا ﻴﺮيﻣﺨﺘﻠﻒ ﻋﺼﺎره ﮔ ﻫﺎي روشﺑﺎ  ،ﻲﻧﺎم ﻋﻠﻤ ﺗﺎﺋﻴﺪﺑﻌﺪ از  ﻴﺎهﮔ ﻴﺎزﭘ روش ﺗﺤﻘﻴﻖ:         
 اﻧﺠﺎم ﻴﻦروﺗاﺳﺘﺎﻧﺪارد ﺑﺮ اﺳﺎس  CLTPHﺑﺎ روش ﻋﺼﺎره  ﻲﻛﻤ و ﻣﻄﺎﻟﻌﺎت ي. اﺳﺘﺎﻧﺪاردﺳﺎزﻳﺪﻔﺎده ﮔﺮدﺘاﺳ ﻴﻘﺎتاداﻣﻪ ﺗﺤﻘ
ﺑﺎ اﺳﺘﻔﺎده  ﻴﻮزوﻣﻲﻧ ﻫﺎي ﻓﺮﻣﻮﻻﺳﻴﻮن. ﻳﺪﮔﺮد ﻲﺑﺮرﺳ PARFو  HPPDاﺳﺘﻔﺎده از روش ﺑﺎ  ﻴﺎهﮔ ﻲاﻛﺴﻴﺪاﻧ آﻧﺘﻲ ﻴﺖو ﻓﻌﺎﻟ
ﻧﺎزك ﺳﺎﺧﺘﻪ ﺷﺪ  ﻴﻠﻢﻓ ﻴﺪراﺗﺎﺳﻴﻮنﻣﺨﺘﻠﻒ و روش ﻫ ﻲﻣﻮﻟ ﻫﺎي ﻧﺴﺒﺖو ﻛﻠﺴﺘﺮول ﺑﺎ  ﻳﻮﻧﻲ ﻴﺮﻏ يﻫﺎ ﺳﻮرﻓﻜﺘﺎﻧﺖ ﻴﺐاز ﺗﺮﻛ
ﻗﺮار ﮔﺮﻓﺖ.  ﻣﻮردﺑﺮرﺳﻲ( ﻳﺪاريو ﭘﺎ يآزادﺳﺎز، يدرﺻﺪ ﻣﺤﺒﻮس ﺳﺎز ،اي ذرهاﻧﺪازه )آن  ﺷﻴﻤﻴﺎﻳﻲ -ﻴﺰﻳﻜﻲو ﻣﺸﺨﺼﺎت ﻓ
، ﺑﺎ ﻲاﻧﺴﺎﻧ ﻴﻪاوﻟ ﻴﺒﺮوﺑﻼﺳﺖﻓ ﻫﺎي ﺳﻠﻮل ﻴﺮﻣﺨﺘﻠﻒ ﺑﺮ ﺗﻜﺜ ﻫﺎي ﻏﻠﻈﺖﻧﺮﮔﺲ در  ﻴﺎزو ﻋﺼﺎره ﭘ ﻧﻴﻮزومﻧﺎﻧﻮ ﻴﻮنﻓﺮﻣﻮﻻﺳ ﺗﺄﺛﻴﺮ
  ﻗﺮار ﮔﺮﻓﺖ. ﻳﺎﺑﻲ( ﻣﻮرد ارزhctarcSﺑﺎ آزﻣﻮن ﺧﺮاش ) ﻲاﻧﺴﺎﻧ ﻴﺒﺮوﺑﻼﺳﺖﻓ ﻫﺎي ﺳﻠﻮلو ﻣﻬﺎﺟﺮت  آزﻣﻮن ﻧﻮﺗﺮال رد
، HPPD ﻫﺎي رادﻳﻜﺎلﻣﺎﻛﺰﻳﻤﻢ ﻣﻬﺎر  .ﻳﺪﺮدﮔ ﺗﺎﺋﻴﺪوﺟﻮد روﺗﻴﻦ در ﻋﺼﺎره ﭘﻴﺎز ﮔﻴﺎه  CLTPHروش  ﺑﺎ: ﻫﺎ ﻳﺎﻓﺘﻪ         
 PARFو اﻧﺪﻳﺲ  9732/28±73/95 lm/gµﻣﻌﺎدل  05CI% و 99/98ﺣﺪود ﻋﺼﺎره ﮔﻴﺎه  00001 lm/gµدر ﻏﻠﻈﺖ 
ﭘﺮﻛﻮﻟﻪ ﭘﻴﺎز ﻧﺮﮔﺲ ﺗﻬﻴﻪ ﻓﺮﻣﻮﻻﺳﻴﻮن ﻧﻴﻮزوﻣﻲ از ﻋﺼﺎره  84ﻴﻦ ﮔﺮدﻳﺪ. ﺗﻌﻴ 0/92±0/20 gm/Mmﻋﺼﺎره ﮔﻴﺎه ﻣﻌﺎدل 
 اﻧﺪازه ﺑﻪﺑﻪ دﻟﻴﻞ ﺗﺠﻤﻊ ذرات و ﻛﺮﻳﺴﺘﺎﻟﻪ ﺷﺪن از ﻣﻄﺎﻟﻌﻪ ﺣﺬف ﺷﺪﻧﺪ. ﺑﺎ ﺗﻮﺟﻪ  08ﻧﻴﻮزوﻣﻬﺎي ﻣﺤﺘﻮي اﺳﭙﻦ/ﺗﻮﻳﻦ  .ﮔﺮدﻳﺪ
ﺑﻪ  ﺟﻬﺖ ﺑﺮرﺳﻲ ﭘﺎﻳﺪاري ﻓﻴﺰﻳﻜﻲ در دﻣﺎي ﻳﺨﭽﺎل ﻓﺮﻣﻮﻻﺳﻴﻮن 7ﻛﻪ  ﻓﺮﻣﻮﻻﺳﻴﻮن اﻧﺘﺨﺎب 41ذرات و ﺷﻜﻞ ﻧﻴﻮزوﻣﻬﺎ، 
، اﻧﺪازه ذرات ﻓﺮﻣﻮﻻﺳﻴﻮن دﻳﮕﺮ 7 در .را ﻧﺸﺎن دادﻧﺪﻲ ﻳﭘﺎﻳﺪاري ﺑﺎﻻ اي ذرهاﻧﺪازه  زﻟﺤﺎظاﻣﺎه ﻧﮕﻬﺪاري ﺷﺪﻧﺪ ﻛﻪ  6ﻣﺪت 
 ﻲﺑﻌﻀ اي ذرهدر اﻧﺪازه  ﻴﻴﺮﺗﻐ ﺳﺎﻧﺘﻲ ﮔﺮاد درﺟﻪ 04اﺗﺎق و  يدﻣﺎ دراﻣﺎ  ﻧﺪاﺷﺖ ﻲﻣﺤﺴﻮﺳ ﻴﻴﺮﺗﻐ ﻳﺨﭽﺎل يدر دﻣﺎ
%، درﺻﺪ 5% ﺑﻪ 3، ﺑﺎ اﻓﺰاﻳﺶ ﻏﻠﻈﺖ ﻋﺼﺎره از 06ﺣﺎوي اﺳﭙﻦ/ﺗﻮﻳﻦ  ﻫﺎي ﻓﺮﻣﻮﻻﺳﻴﻮندر  ﺑﻮد. دار ﻣﻌﻨﻲ ﻫﺎ ﻓﺮﻣﻮﻻﺳﻴﻮن
، ﺑﺎ اﻓﺰاﻳﺶ ﻏﻠﻈﺖ، درﺻﺪ ﻣﺤﺒﻮس 04ﻣﺤﺘﻮي اﺳﭙﻦ/ﺗﻮﻳﻴﻦ  ﻫﺎي ﻓﺮﻣﻮﻻﺳﻴﻮنﻣﺤﺒﻮس ﺳﺎزي اﻓﺰاﻳﺶ ﻳﺎﻓﺘﻪ و ﺑﺮﻋﻜﺲ در 
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ﻧﻴﻮزوﻣﻲ،  ﻫﺎي ﻓﺮﻣﻮﻻﺳﻴﻮنﺷﻴﻤﻴﺎﻳﻲ -ﻳﺞ ﺣﺎﺻﻞ از ﺑﺮرﺳﻲ ﭘﺎﻳﺪاري ﻓﻴﺰﻳﻜﻲﺎ. ﺑﺮ اﺳﺎس ﻧﺘﻧﺸﺎن دادﺳﺎزي ﻛﺎﻫﺶ 
ﺑﻬﺘﺮﻳﻦ ﻓﺮﻣﻮﻻﺳﻴﻮن اﻧﺘﺨﺎب و  ﻋﻨﻮان ﺑﻪ( 2/5: 2/5: 5ﻛﻠﺴﺘﺮول، ﺑﺎ ﻧﺴﺒﺖ ﻣﻮﻟﻲ  ،06، ﺗﻮﻳﻴﻦ: 06اﺳﭙﻦ:) F33ﻻﺳﻴﻮن ﻓﺮﻣﻮ
ﻧﻤﻮدار آزادﺳﺎزي ﻧﻴﻮزوم و ﻋﺼﺎره، ﻫﺮ دو از  در ﻣﻘﺎﻳﺴﻪ ﺑﺎ ﻋﺼﺎره ﺑﺮرﺳﻲ ﮔﺮدﻳﺪ.اﺳﺘﺎت ﺳﻠﻮﻟﺰ درﺻﺪ آزادﺳﺎزي آن از ﻏﺸﺎء 
ﻓﺮم % ﻣﺤﺎﺳﺒﻪ ﮔﺮدﻳﺪ. 79/59% و 97/50درﺻﺪ آزادﺳﺎزي ﺑﻌﺪ از ﮔﺬﺷﺖ ﻳﻚ ﺳﺎﻋﺖ ﺑﻪ ﺗﺮﺗﻴﺐ  ﻣﺪل ﭘﭙﺎس ﭘﻴﺮوي ﻛﺮده و
ﻛﺎﻫﺶ  332/13 mnﺑﻪ  7/25±0/30 mµاز  اي ذرهﺑﺎ روش ﺳﻮﻧﻴﻜﺎﺳﻴﻮن ﺗﻬﻴﻪ و ﺑﺪﻳﻦ ﺗﺮﺗﻴﺐ اﻧﺪازه  F33ﻧﺎﻧﻮﻧﻴﻮزوﻣﻲ 
ﻧﺘﺎﻳﺞ ﺳﺖ اﻧﺴﺎﻧﻲ ﺑﺮرﺳﻲ ﺷﺪ. ﻓﻴﺒﺮوﺑﻼ ﻫﺎي ﺳﻠﻮلﺑﺮ  F33در ﻣﺮﺣﻠﻪ آﺧﺮ اﺛﺮ ﺑﺮ ﺗﺮﻣﻴﻢ زﺧﻢ ﻋﺼﺎره و ﻧﺎﻧﻮﻧﻴﻮزوم  ﻳﺎﻓﺖ.
ﻓﻴﺒﺮوﺑﻼﺳﺖ در ﻣﻘﺎﻳﺴﻪ ﺑﺎ ﮔﺮوه ﻛﻨﺘﺮل ﻧﺪارد  ﻫﺎي ﺳﻠﻮل ﺗﻜﺜﻴﺮي ﺑﺮ دار ﻣﻌﻨﻲ ﺗﺄﺛﻴﺮﻛﻪ ﻋﺼﺎره  ﻧﺸﺎن داد آزﻣﻮن ﻧﻮﺗﺮال رد
 ﻫﺎ ﺳﻠﻮلﺗﻜﺜﻴﺮ  ي ﺑﺎﻋﺚ اﻓﺰاﻳﺶدار ﻣﻌﻨﻲ ﺻﻮرت ﺑﻪ 3/521و  1/265 lm/gμ ﻫﺎي ﻏﻠﻈﺖﻧﺎﻧﻮﻧﻴﻮزوم در  ﻛﻪ درﺻﻮرﺗﻲ
و  3/521و  1/265 lm/gμ ﻫﺎي ﻏﻠﻈﺖﺳﺎﻋﺖ، ﻋﺼﺎره در  42ﻛﻪ ﺑﻌﺪ از  دﻫﺪ ﻣﻲ. ﻧﺘﺎﻳﺞ آزﻣﻮن ﺧﺮاش ﻧﺸﺎن ﺷﻮد ﻣﻲ
  .ﺷﻮﻧﺪ ﻣﻲﺑﺎﻋﺚ ﻛﺎﻫﺶ ﻋﺮض زﺧﻢ در ﻣﻘﺎﻳﺴﻪ ﺑﺎ ﮔﺮوه ﻛﻨﺘﺮل  1/265-6/52 lm/gμ ﻫﺎي ﻏﻠﻈﺖﻧﺎﻧﻮﻧﻴﻮزوم در 
، اي ذرهاﻧﺪازه  ازﻟﺤﺎظ% ﻋﺼﺎره، ﺑﻬﺘﺮﻳﻦ ﻓﺮﻣﻮﻻﺳﻴﻮن را 5ﺑﺎ ﻏﻠﻈﺖ  F33 ﻓﺮﻣﻮﻻﺳﻴﻮن :ﮔﻴﺮي ﻧﺘﻴﺠﻪﺑﺤﺚ و 
داراي . ﻓﺮﻣﻮﻻﺳﻴﻮن ﻧﻴﻮزوﻣﻲ و ﻧﺎﻧﻮﻧﻴﻮزوﻣﻲ ﭘﻴﺎز ﻧﺮﮔﺲ ﻛﺮده اﺳﺖ و درﺻﺪ ﻣﺤﺒﻮس ﺳﺎزي اﻳﺠﺎد ﻫﺎ وزﻳﻜﻮلﺷﻜﻞ 
ﺑﻴﺸﺘﺮي ﺑﺮاي ﻳﺎﻓﺘﻦ ﻣﻜﺎﻧﻴﺰم اﺻﻠﻲ و  . ﻣﻄﺎﻟﻌﺎتﺑﺎﺷﻨﺪ ﻣﻲداروﻳﻲ و آراﻳﺸﻲ  ﻫﺎي ﻓﺮآوردهﭘﺘﺎﻧﺴﻴﻞ ﺑﺎﻻﻳﻲ ﺑﺮاي ﺗﻮﻟﻴﺪ 
ﻋﺼﺎره و  ﻴﻨﻲو در ﻣﺮﺣﻠﻪ ﺑﻌﺪ ﻣﻄﺎﻟﻌﺎت ﺑﺎﻟ ﻴﻮاﻧﻲاﻧﺠﺎم ﻣﻄﺎﻟﻌﺎت ﺣ ﻲ اﻧﺠﺎم ﮔﻴﺮد.ﺑﺎﻳﺴﺘﺲ ﺮﮔﻧ ﭘﻴﺎزاﻃﻤﻴﻨﺎن از اﻳﻤﻨﻲ 
  .ﺷﻮد ﻣﻲ ﻴﻪدر ﺑﻬﺒﻮد زﺧﻢ ﺗﻮﺻ ﻴﺎهﮔ ﻴﻮزومﻧﺎﻧﻮﻧ
  ، ﻓﻴﺒﺮوﺑﻼﺳﺖ ﭘﻮﺳﺖ اﻧﺴﺎناﻛﺴﻴﺪان آﻧﺘﻲ ﺗﺮﻣﻴﻢ زﺧﻢ، ،ﻧﺮﮔﺲ، ﻧﻴﻮزوم، ﻧﺎﻧﻮﻧﻴﻮزوم ﻛﻠﻤﺎت ﻛﻠﻴﺪي:
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healing properties of Narcissus bulb have not been investigated so far. The aim of this study 
was extraction, standardization and preparation of nanoniosomal formulation of Narcissus 
bulb and the effect of its nanoniosomal formulation and extract have been evaluated on 
proliferation and migration of primary human fibroblasts. 
       Methods: After confirmation of scientific name of the plant, the bulbs were extracted 
using various extraction methods and percolated method was used in continue. HPTLC 
profiling was planned for qualitative assessment and standardization of the plant with 
reference to rutin as the marker compound. Antioxidant activity was studied using DPPH and 
FRAP assay. Multiple niosomal formulations were made using a combination of non-ionic 
surfactants and cholesterol with different molar ratios by film hydration method and 
physicochemical properties (particle size, entrapment efficiency percentage (EE%), release 
and stability) of them were investigated. The effect of various concentrations of extract and 
nanoniosomal formulation on viability and migration of primary human fibroblast were 
evaluated using nutral red assay and scratch assay respectively. 
       Results: HPTLC chromatogram of the plant extract confirmed the presence of rutin in 
extract bulb of plant. Maximum inhibition of DPPH radical and IC50 value was estimated at 
10000 μg/ml (99,89%) and 2379,8237,59 μg/ml respectively. In FRAP test, the antioxidant 
value was estimated 0,290,02 mM/mg SO4Fe. 48 niosomal formulations were prepared from 
percolated extract of Narcissus bulb, which niosomes containing Span/tween 80 were omitted 
from the study due to aggregation and crystallization. 14 formulations were selected, 
regarding the particles size and niosomes shapes, 7th of them were kept at refrigerator 
temperature for evaluation of the physical stability, for 6 months, which results indicated the 
high stability in terms of particle size. In other 7th formulations, high physical stability was 
observed for all formulations depicted as change of negligible size distribution curves at 
refrigerator temperature, but at two other temperatures, statistically difference (p<0,05) was 
observed in particle size of some formulations. The EE% was increased in formulations 
containing Spen/Tween 60, by increasing the extract concentration from 3% to 5%, and vice 
versa in formulations containing Spen/Tween 40, EE% was decreased by increasing 
concentration. Based on the results of physicochemical stability study of niosomal 
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formulations, the F33 formula (Spen 60, Tween 60, cholesterol, with a molar ratio of 5: 2,5: 
2,5) was chosen as the best formulation. The both release graphs of F33 and extract followed 
the Peppas model, and release percentages were calculated about 79,05% and 97,95%, 
respectively after 1 h. The nanoniosomal form of F33 was prepared by sonication method and 
thus, the particle size decreased from 7,25 ± 0,03 µm to 233,31 nm. Nutral red assay showed, 
the extract had no significant effect on proliferation of fibroblasts compared to the control 
group, while the nanoniosome at 1.562 and 3,125 μg/ml concentrations, significantly increased 
cell proliferation. The results of scratch assay showed, the extract reduced the gap width in 
1,562, 3,125 μg/ml concentrations, and nanoniosome in 1,562-6,25 μg/ml concentrations 
compared to the control group after 24 hours. 
Conclusion: The conditions for preparing the optimal niosomal formulation (F٣٣) 
included ٥٠٪ surfactants (Span/Tween ٦٠), and cholesterol and ٥٠ mg/ml concentration of 
aqueous extract of N. tazetta bulb. Thus, niosomal and nanoniosomal formulation of PEN has 
high potential for medicine and cosmetic products of this plant. It needs to be studied in more 
detail to find the main mechanism and ensure the safety of Narcissus bulb. In this regard, 
animal modeling study and in the next step, clinical studies are also recommended to evaluate 
its efficacy in wound healing. 
Keywords: Narcissus tazetta, Niosome, Nanoniosome, Wound healing, Antioxidant, Human dermal 
fibroblasts. 
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